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?'; Uari Of th» ehoi«rt«ol-fad rabbit* ¥o eoqpUta tbi» part of the study aa prorrioosly , | 
•' oatUoad* we need largo? mtabeaw of anlmls in the eorlaa and also farther oenparieone U 


eene as this yaar 1 * with reepeeV ' <{ :h 
‘ “ on the athereeslerotio < 
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• ? v To rw»pitulatei tin- plan is as follcwsi Coronary atheroselareale will be 

proiiaed la mle rabbits (Dutsb-baltod breed) by feeding a Z poor cent cholesterol . 

. diet* Centrals will be fed the sane basic steak diet without cholesterol. Xa 
1 swob cholesterol-fed rabbits* ve have ebsertted the devalopaent of oooiusire 
. coronary atherooalarosis la froa 3 to $ norths, as shown by the appoersnee of 
•. i ergorvociao-i^vduead olootrooardi ograpbio ahangas in serial tests and final pathologic 
>■ study of the heart (Rln8l<np» S»H*, Travail, J* and Karp, D*« Detoetloa of Coronary 
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Hinsler, S*E*, Travell, «T», Karp, 3. and Chorleson, C«i Detection of Coronary 
Athoroocleroslo in the Living Rabbit by the Srgonovine Ctrose Test, &a* J» rhyaiol*, 
in press, 1956*) The er^onovine test will be used to dateraiaa vhon coronary 
atherosclerosis his developed, as described In the above reports* 
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• So aany questions have arisen concerning the -dynaalcs of the olrailatlOB v ; ,v V * ! • 
in the intact anioal that ws have this 7907 enlarged the aco?o of our investigations, 
to include perfusion of the coronary artcrios of the Isolated heart of both ncrsal 
and cholostarob-fod rabbits. Vo wore eurprleed at first to find that the diseased "• 
heart would continue to boat satisfactorily la the pcrfueian s&ppawtu*. tho •• $1 

acaoc^aaylng abstract (Karp, D. f ?eanu, H., ftinoler, S.H. and Travail, J.f 3ff<)0« 

Of 2rgenovtne on tho Heart, J. Phara, and Sapor. Therap. 116» 34.1956) proaonta our 
prellalaary results af studies of this typo with orgoaoviae* This approach, v> / .1 $1 
utilising iho Isolated perfused heart, yields fbndaasntil data on tho precise 
naohaalscs of notion of drugs with respect to throe separate cardiac tiasoast />: 

(1) ayocarditn, (2) saooth oasele of tho coronary arteries, and ( 3 ) Intrinsic r ' 
paeeaakor eystaa. - l, „ *' ”/ 


(Preprinted frca The Journal of rhamioolocy end Stperlaaatal Therapeutics < 

* * ■ ■ v January, 1956) • ( . - - • 

Bffbcts of ergonoeiao on the heart. Dorothy Karp, Mario Penas, Scjnaor 
3. Hinaler and Jinot Travel!. Dept, of Pharmacology, Cornell CnlT. Mad. 
College, H» T# ' 1 ' / , ■ $ ■> .} 

■J . ■ .■ : /. ■ • „ .;• ' ■ . 11 • . 

Intravenous ergonevine causae S-T cogaant depression In potlente with 

4 effort angina of smay insuffiaionoy sad in rabbits with aocperioontal 
coronary atherosclerosis and rayooardlal dosage, but not in nan or rabbit * 
with normal coronary circulation (Hlnsler, Travoll and Karpi Science, 121t 
909,1955). Xn rabbits dosage was 0.05 ng.As., about 10 tinea that used 
for orsonovini toata in patients* ISperiaents to detanalne nechaalcas by 
which orgoace i nc alters the electrceardlograa wore carried cut first on oat 
papillary auacla. In conoontraticna up to 0.6 ag./l. ergonovine had no 
diraet action on cardiac ousels in this species. The isolated rabbit 
heart was perfused with ergonovlrw (codified tangendorff procedure). 

Dos os of 0.05-2 ag. were injects into the systaa done to heart} effects 
were obsexvod for 5-15 cin. In noraal rabbits, eocgoaovlhe at lower 000 - 
oentratleaa cxausel slight reduction both la c oronary flow and force af . 
contraction, but in higher ccnscatratioas as a rule caused irareaee in 
coronary flow and further roduetian In feree. In the choiceterol^fod ^ 
rabbit with a positive argonovlao tact and coronary atherosclerosis seen 
on subaoquant aicrosooplc os»cinattcn, sSellar parfanion of the heart with 
crgoncTlne caused profound brief reduction ta coronary flow together with 
reduo‘ion tn contractile fares. In tho onaa preparation, ynaoyrsoaln 
caao xi a oiallir rstiiotton tn flew but with an Increase in forcoj If 
oaronaxy ccastrlctlon was prolonged, dlalnatioa in fcrcc superseded. 

Thu®, opposite offoota of orconevine on coronary flow nay be soea in 
rabbit hearts with noraal and ^paired ocronory circulation) direct 
dorrrcoslon of contractile fwoo Is of t'a same crier In both. Wo conclude 
that spool flc olootroeardlesraphie effects of crgonavlno triply constriction 
of carcaary irterlco by the dr 3 . (guppartad by granto fsoa the Hatioml 
H«»rt Institute, national Institutes of Hoalta, I while Health forvieo, 

Grant IW.93 and the Jcariah Micy, Jr*, foundation.) 


tab 


Source: https://www.industrydocuments.ucsf.edu/docs/gtllOOOO 


26T4.CSCOOT 





• "'vsfi 1 •'*•«’ *9 V" f %’*'' ’ $ r 'V. > 1* r * ■•■ 4. ** .•• <4 5 '*$• *<? / \ *4 KV > f' *.V-* C v f» // r - i '. -r , t 

’•>,.-' f j *••<.•.;.* h i voa f f *? * \b ^ hi-,). '•; f % •[: :l;,, •*; <4 

V*'-'.„, ' V’■}' ' > ; V' 5 '-VtI'- 1 ’V \vVv’:,* .Full-time Research Asst. '1'' :-4 H‘V ; 

>4S$ : * i Ud9#, i anj . t * / ‘ y #V?"i : >/vf / 1 ^bJi Part-time lab. man ‘ ' " : ' v -- ' ; ‘ ' 


* »" jL v i; w*. | * i v * , i !* * ' ‘ 1 > ' “ , \ \ ’ * 

/ i • v ':*'*/ . '.-4 / 4 ’• v v * ..|V 

C '■'■if ’iii' *>’ i‘ :* ::.?7 ? : , 

V. W.'vrV‘ Vr. ! l: 


<■■■■ ;* / ;«* - * • * ^ . ,oc uoi oiiuo iaui xoaa 

j: *:.v *jp - {&.■*.?,!, Sa ,anM ' ■ .. -V- *?. • •■ ,■ rr- 

.s . ! ' V tv,' i .»: Expendable Supplies . V. 4 ■.« 

. * J H > I i f Permanent Equipment 'J • ' V’ : / 

‘ A'' (.•;. '' /: t • Overhead ’■ ■ v <,, *' ' 

h":f\ V * f 1 Other, Pathology, photography \j ■ 
4ivi '* 5^ retirement, 2^ Social Seo. Tddi • i.-#. 


f: ‘ '‘I 

— % ! ’ *.? M 


.No ‘s „■ 


■j* I.! ’ 

I. |}f.h i 


MWti^iL^SSSri-vm 

mi k i '■ * (>■ J ¥>? *»• ; - 

: r^Ir. ; . 4 The usual facilities of the Departmenet cf 

.,7 *• ' < V Qa e »*wr\ir»» IT D4 am U ft J Tt - 


nt, £f> social sec. ,v, °' —~ri;rv^: 


* !.•■• • I- 


/Vi -- - v 1 ’.* /•/ >' » - .1 ,iae i»<aAlines ar xne itepartmsnc at' Pharmacology. ’ ’ j ; v T ^ . 

W'' Seymour H. Rinzler, M.D. and Dorothy Karp, Ph.D., will > f /. . ji I 'i i ' “ 

I? j ', 4 .' y 'j be available for research assistance on this project. * <V ( j f j*-' -, ’ f ; 

4:/i f. r ^l; v. ; >■> 4 1 i-- ; v ? if- 4', ,* ;,4‘,4/ ■ - v ; 4,;i : VM1 44 $4 

■M liK-J, k.i t , ;i »J 4.jr > r • H ! »•,‘ .*V -/>,- v ^ •».«,-v t{*. • ■ 

iv f ■■■ ’ ' t v :v V 7 * V .' 1 *■*. t. ; . a. ... i' A - < -V y i . .... . ■:/ 4 - t V-V .J! ■:. V; r/" ' 


wm-r. 


■> ) 


m imm ! ,v* ■''<1 1 :%:■ : rv miim 

f; } ,t> .<! i f :•' •, j 1 'July 1, 1957 - June 30, 1958 ;‘4 ^ .•>' ' V. ; « v -v- • : 4'W.• I ' ! 


4; :' , j‘-'July 1, 1957 - June 30, 1958 4; '. 

y i v.i 1. • * T ’- #10,000. plus overhead ‘ ;•;» • ,' ■' : , 

: vv 4-/iV : 4;v\'U-/- ^ ; • Ar >r ’ 

: > ' ’ ; 10. Additional 1 Information (Including relation of work to other projects and other sources of supply): . ,, 

I' ■ .. i ... • . , i •' •• • • ' ■ ■' . ' r< S 


. ' }.:' l i t * 


■•■lit.. • 

v ** i •’ 

i . Ti 


V,:*: ;- \ V The study concerning the detection of coronary atherosclerosis in ' 'i 
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